o l e i n as substrate, b u t showed 30-353 o f c o n t r o l LAL a c t i v i t y when measured w i t h e i t h e r 4 -m e t h y l u m b e l l i f e r y l o l e a t e o r pn i t r o p h e n y l m y r i s t a t e as s u b s t r a t e .
DISEASE. Paul M. Coates and Jean A. Cortner
The C h i l d r e n ' s H o s p i t a l o f P h i l a d e l p h i a , Joseph Stokes, J r . Research I n s t i t u t e , P h i l a d e l p h i a , PA Two pregnancies a t r i s k f o r Wolman's disease (WD) were monit o r e d by q u a n t i t a t i v e assays and e l e c t r o p h o r e s i s o f lysosomal a c i d l i p a s e (LAL) i n c u l t u r e d amniotic f l u i d c e l l s . f i l l s from case I had l e s s than 5% o f c o n t r o l LAL a c t i v i t y w i t h C -t r io l e i n as substrate, b u t showed 30-353 o f c o n t r o l LAL a c t i v i t y when measured w i t h e i t h e r 4 -m e t h y l u m b e l l i f e r y l o l e a t e o r pn i t r o p h e n y l m y r i s t a t e as s u b s t r a t e .
E l e c t r o p h o r e s i s o f c e l l s from case I revealed t h e absence o f band A o f LAL. A f t e r t e rm i n a t i o n o f t h e pregnancy, r e s u l t s o f t h e a n a l y s i s o f f e t a l t i s s u e s were c o n s i s t e n t w i t h t h e d i a g n o s i s o f WD. C e l l s from case I 1 had normal l e v e l s o f LAL a c t i v i t y w i t h a l l s u b s t r a t e s t e s t e d and revealed a normal e l e c t r o p h o r e t i c p a t t e r n o f LAL. These r e s u l t s suggest t h a t t h e use o f s y n t h e t i c substrates t o q u a n t i t a t e LAL i n t h e c u l t u r e d amniotic f l u i d c e l l s from a W D f e t u s may be misleading. On t h e o t h e r hand, e l e c t r o p h o r e s i s o f LAL from these c e l l s r e a d i l y r e v e a l s t h e d e f i c i e n c y o f t h e A band and supports t h e d i a g n o s i s made using r a d i o l a b e l l e d " n a t u r a l " s u b s t r a t e s . We recomnend, t h e r e f o r e , t h a t these two procedures, r a d i o a c t i v e assay and e l e c t r o p h o r e s i s , be employed f o r t h e p r e n a t a l d i a g n o s i s o f WD. (Supported i n p a r t by NIH g r a n t HL 18723, NF g r a n t 6-80 and AHA g r a n t 76-768). 
I
A limitation to the biochemical separation and subsequent isolation of the ciliary dyskinesia factor (CDF) from sera of Cystic Fibrosis (CF) patients is the sample size restriction. Treatment of CF serum IgG fractions, with high molarity solution: of guanidine hydrochloride(GHC1) has been reported necessary to dissociate low molecular weight substances. This treatment renders concentration of these substances difficult by usual methods. We have employed a reservoir apparatus to which is attached dialysis tubing, enclosed in a vacuum bottle. This permits the initial use of large volumes of CF samples for further chromatography. These CF samples are treated with 5M GHC1, added to the reservoir of the above apparatus and a pressure of .010 Torr applied. The dialyzed material is collected and desalted on G-15 Sephadex or applied to G-50 Sephadex in either a GHCl or an ammonium bicarbonate buffer system for subsequent fractionation and bioassay. We have isolated two major fraction by these methods whose biological activity does not agree with that of comparable fractions obtained by chromatography of PM-10 Amicon ultrafiltration of similar CF samples. It is our contention that treatment of CF serum-derived IgG with chemicals such as guanidine hydrochloride not only alters molecular stoichiometry but also affects the biological activity of the dissociated moieties. The h e p a t i t i s associated w i t h AlAT d e f i c i e n c y i s no l o n g e r considered an i n v a r i a b l y f a t a l d i s o r d e r . For some p a t i e n t s p o r t a l hypertension may be t h e major determinant o f s u r v i v a l . The few r e p o r t s o f porta-systemic venous anastomoses have shown poor r e s u l t s o r u n c e r t a i n outcome, and doubts e x i s t as t o whether such shunts should be performed. Two p a t i e n t s w i t h AlAl d e f i c i e n c y (PiZZ) and associated p o r t a l hypertension, c i r r h o s i s (proven by b i o p s y ) and hypersplenisrn underwent spleno-renal shunt and splenectomy s i x years ago, and both a r e doing w e l l , a t t e n d i n g school, and have p r a c t i c a l l y normal l i v e r f u n c t i o n . One o f t h e p a t i e n t s has c h r o n i c vere headaches, d i a r r h e a , exudative enteropathy (20% o f CrS7-label l e d a1 bumin recovered i n s t o o l s i n 4 days), s i n u s i t i s and hematuria, a l l uncommon i n A l A T d e f i c i e n c y b u t l i k e l y r e l a t e d t o t h e primary d i s o r d e r . Sht a l s o has a h i g h e r t r y p s i n i n h i b i t o r y c a p a c i t y (0.45 mg t r y p s i n i n h i b i ted/ml serum) than i s g e n e r a l l y r e p o r t e
d i n ZZ i n d i v i d u a l ! Based on t h e experience w i t h these two p a t i e n t s , we conclude t h i AlAT d e f i c i e n c y i s n o t a v a l i d c o n t r a i n d i c a t i o n t o t h e performance o f a porta-systemic shunt.
Supported i n p a r t by t h e John W. Champion Center.
RAPID PRENATAL DIAGNOSIS OF FABRY'S DISEASE. Robert , Desnick and Raman M. Reddy, Mt. S i n a i School o f Medicine, D i v i s i o n o f Medical Genetics, New York C i t y 3 day) procedure has been evaluated f o r t h e p r e n a t a l diagnosis (DX) o-f-Fabry's disease, an X-linked l i p i d o s i s r e s u l ti n g from d e f e c t i v e a-galactosidase A a c t i v i t y (a-gal A) and t h e accumulation o f t r i h e x o s y l ceramide (GL-3). I n 7 a t -r i s k pregnanc i e s Ox was based on 1 ) s p e c i f i c assay o f t h e m l a b i l e a-gal A, 2 ) a-gal A i n h i b i t i o n by m y o i n o s i t o l (Myo) and m e l i b i o s e (Mel)
, and 3) GLC q u a n t i t a t i o n o f GL-3 i n anmiotic f l u i d (AF). These data were supported by c a r e f u l X and Y chromatin s t u d i e s o f unc u l t u r e d a m n i o t i c c e l l s (UAC) and subsequently by a -g a l A and karyotype analyses i n c u l t u r e d (C) AC. Normal mean (range;n) agal A i n AF, UAC and CAC were 0.93 nmoles/h/ml (0. 50-1.3;10 r e s s i o n ( t r a n s c r i p i o n 3lus trans1ation)may be l e s s t h a n one molecule o f Hb S p e r 10 nolecules o f HbA synthesized. We a r e c u r r e n t l y determining
4'
rhether t h e r e a r e d e t e c t a b l e q u a n t i t i e s o f Hb S i n bloods o f AA , Dean J. Danner, and Louis J. Elsas, 11.
School of Medicine, Dept. of Pediatrics, Diviultienzyme complex whose m c t i o n is impaired in the inherited sorder Maple Syrup Urine Disease. However, neither the subit composition nor the defective component in Maple Syrup ine Disease has been identified. We have partially purified KAD from bovine liver mitochondria. It decarboxylates all 3 anched chain alpha ketoacids, has a maximum MW of 2.0 x lo6 d minimum MW of 2.5 x 105 Daltons. It exhibits a typical flaprotein spectra, and will reduce oxidized lipoamide with NADH s a substi-ate. To characterize this lipoamide dehydrogenase ) immunologically, antibodies were produced against porcine in rabbits and isolated by ion exchange chromatography.
monospecific IgG fraction completely inhibited porcine LAD ivity at a 64:l ratio. On Ouchterlony double diffusion gels ingle precipitant band of identity was found between the cine LAD and bovine BCKAD. We conclude that LAD is the lavoprotein subunit of the BCKAD multienzyme complex. The pecific antibody to LAD can now be used to identify genetic
